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DETAILED ACTION 
Remarks 

The Office Action mailed 07/18/2008 was vacated and was replaced by the Office Action 
mailed 08/22/2008, only to correct errors in the Office Action Summary sheet (page 2). The 
substance of the 07/18/2008 Office Action and the 08/22/2008 office action were the same. 
Applicant's response to the 07/18/2008 Office Action was received 08/20/2008. Applicant's 
response to the 08/22/2008 Office Action was received 09/12/2008 and requested consideration 
of the arguments presented in Applicant's 08/22/2008 response. The 08/20/2008 arguments will 
be considered in response to the 08/22/2008 Office Action. 

Claims 1, 38-54, 57-66, 68, and 70-91 are pending and are under examination. 

The text of those sections of Title 35, U.S. Code not included in this action can be found 
in a prior Office action. 

Claim Rejections - 35 USC § 101 - New 
35 U.S.C. 101 reads as follows: 

Whoever invents or discovers any new and useful process, machine, manufacture, or composition of matter, or 
any new and useful improvement thereof, may obtain a patent therefor, subject to the conditions and 

requirements of this title. 

Claims 61-66, 68, 70-77, 80, 81, 89, and 91 are rejected under 35 U.S.C. 101 because the 
claims are directed to non-statutory subject matter. 

The instant claims are drawn to methods comprising applying a computer algorithm 
comprising several criteria to siRNA sequences and outputting an siRNA sequence in a form that 
is readable by computer. The instant claims require no physical transformation of any matter and 
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produces no useful, tangible, or concrete final result. Output readable by a computer includes 
output such as carrier waves, which are natural phenomena and are non-statutory under 35 USC 
§101. 

Claim Rejections - 35 USC § 112 Second paragraph - New 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

Claims 43-54, 57-60, 79, and 84-87 are rejected under 35 U.S.C. 1 12, second paragraph, 
as being indefinite for failing to particularly point out and distinctly claim the subject matter 
which applicant regards as the invention. 

The claims are directed to methods for obtaining an siRNA molecule comprising a step of 
applying a criteria to candidate siRNA sequences that consists of specific nucleotides at specific 
positions within the antisense strand of the siRNA, wherein the positions are defined in referene 
to the 5 '-end of the antisense sequence, not necessarily within the siRNA duplex region. The 
siRNAs comprise a sense and an antisense sequence, each 19-30 nucleotides in length, wherein 
the sense and antisense sequences form a duplex region of 19-30 base pairs. Therefore, siRNAs 
according to the claims may have a 19-base-pair duplex region and from 0-1 1 -nucleotide 
overhanging ends or a 30-base-pair duplex with 0-nucleotide overhanging ends, for example. 

The specification defines positions in an siRNA duplex with reference to the sense 
sequence. For example, the specification at pages 22-23 explains the numbering of positions of 
the sense sequence. It is understood that the numbering of the antisense sequence is to be the 
same as that specified for the sense sequence, which is consecutive numbering starting at the 5' 
end of the antisense strand. However, the positions are not defined relative to either the very 5'- 
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most-end of the sense or antisense strand or to the 5 '-most-base-paired nucleotide in the sense or 
antisense strand. Therefore, the limitations such as, for example, "the presence of A at position 
10 of the antisense sequence," is unclear as to the relative position of the A in the antisense 
strand. For example, an "A at position 10 of the antisense sequence" may refer to an A in an 
overhanging nucleotide relative to the very first position of the entire antisense strand sequence 
or it may refer to an A at position 10 relative to the very first base-paired nucleotide in the 
antisense strand. The very first position of a strand may or may not be base-paired. In the 
amendments to the claims filed 12/03/2007, the limitation "within said duplex region" was 
deleted, thereby creating ambiguity with regard to the claimed nucleotide positions. Therefore, 
the claims are indefinite. 

Claim Rejections - 35 USC § 112 First paragraph - New 

The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of canying out his invention. 

Claims 1, 38-42, 61-66, 78, 80, 82, 83, and 88-91 are rejected under 35 U.S.C. 1 12, first 
paragraph, as failing to comply with the written description requirement. The claim(s) contains 
subject matter which was not described in the specification in such a way as to reasonably 
convey to one skilled in the relevant art that the inventor(s), at the time the application was filed, 
had possession of the claimed invention. This is a new matter rejection. 

The claims are directed to methods for obtaining an siRNA molecule comprising 
applying a criteria to candidate siRNA sequences consisting of assessing the relative number of 
A and U nucleotides present in the first 1-5 nucleotide positions at the 5' terminus of the 
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antisense region compared to that present in the last 1-5 nucleotide positions at the 3' terminus of 
the antisense region. These limitations were first introduced into the claims in the amendments 
filed 10/30/2006. 

The specification provides support for assessing the A and U content of the last five 
nucleotides of the 3' terminus of the sense sequence of an siRNA duplex region. However, the 
specification does not support the limitation of assessing the relative A and U content of the 5' 
and 3' termini of the duplex region. For example, see page 31, lines 25-35 and page 37, lines 24- 
35. The A and U content of the last five nucleotides of the 3' terminus of the sense sequence of 
the duplex region is described as a criterion for assessing siRNA functionality (page 31, lines 25- 
35; page 37, lines 24-35). In the same part of the specification it is noted that A and U content of 
the opposite terminal region of the duplex (the 5' terminal five nucleotides of the sense sequence 
of the duplex region) appears to not correlate with silencing potency (page 37, lines 24-35). 
However, this disclosure does not support a criterion wherein the A and U content is higher at 
the 3' terminus of the sense sequence compared to that at the 5 'terminus. The disclosure only 
supports the crierion wherein the A and U content at the 3' and of the sense sequence of the 
siRNA duplex region is high, for example, having 3 or more A/Us (p. 37 lines 31-34). 



Claim Rejections - 35 USC § 103 - Withdrawn 

The rejection of claims 1, 38-54, 57-66, 68, and 70-91 under 35 U.S.C. 103(a) as being 
unpatentable over Tuschl, et al. (WO02/44321, of record), Elbashir, et al (2002, of record, 
09/05/2007 Office Action), and Walton, et al. (1999, Biotech. Bioeng., v.65:l-9, abstract only) is 
withdrawn. Applicant's argiunents were persuasive. 
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Conclusion 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to JENNIFER PITRAK whose telephone number is (571)270-3061. 
The examiner can normally be reached on Monday-Friday, 8:30AM-5:00PM, EST. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, James (Doug) Schultz can be reached on 571-272-0763. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an apphcation may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

Jennifer Pifrak 
Examiner 
Art Unit 1635 



/Tracy Vivlemore/ 

Primary Examiner, Art Unit 1635 



